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The present invention provides tagged acyl phosphate probes ('TAPPs'), and 
methods of their preparation and use. The subject methods and compns. can 
provide enhanced simplicity and accuracy in identifying changes in the 
presence, amount, or activity of target proteins in a complex protein mixture, 
preferably nucleotide binding proteins using nucleotide binding 
protein-directed TAPPs. The profiling methods described herein can have a 
number of steps leading to the identification of target nucleotide binding 
protein(s) in a complex protein mixture Thus, 32 different nucleotides 
labeled via a phosphate group with fluorophores or biotin were 
synthesized. These were used to label protein mixts . Labeled 
nucleotide-binding proteins were isolated by affinity chromatog. and 
identified by mass spectrometry. 
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presence, amount, or activity of target proteins in a complex protein mixture, 
preferably nucleotide binding proteins using nucleotide binding 
protein-directed TAPPs. The profiling methods described herein can have a 
number of steps leading to the identification of target nucleotide binding 
protein(s) in a complex protein mixture Thus, 32 different nucleotides 
labeled via a phosphate group with fluorophores or biotin were 
synthesized. These were used to label protein mixts. Labeled 
nucleotide-binding proteins were isolated by affinity chromatog. and 
identified by mass spectrometry. 
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CN Adenosine 5 • - ( tetrahydrogen triphosphate), P * 1 -anhydride with 6-heptynoic 
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CN Adenosine 5 1 -( tetrahydrogen triphosphate), P *' -anhydride with 

9- [ 2-carboxy-5- [ 13- [ 4- ( 4-carboxybutyl ) -1H-1 , 2 , 3-triazol-l-yl ] -l-oxo-5 ,8 , 11- 
trioxa-2-azatridec- 1-yl ] phenyl ] -3 , 6-bis ( dimethyl ami no ) xanthylium inner 
salt (9CI) (CA INDEX NAME) 
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CN Cytidine 5 ' - ( tetrahydrogen triphosphate), P ' ' -anhydride with 

6- [ [ 5- [ ( 3aS , 4S , 6aR ) -hexahydro-2-oxo-lH-thieno [ 3 , 4-d ] imidazol-4-yl ] -1- 
oxopentyl] amino ]hexanoic acid, compd. with N,N-diethylethanamine (1:3) 
(9CI) (CA INDEX NAME ) 
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CN Guanosine 5 1 - ( tetrahydrogen triphosphate), P '' -anhydride with 

6- [ [ 5- [ ( 3aS , 4S , 6aR ) -hexahydro-2-oxo-lH-thieno [ 3 , 4 -d ] imidazol-4-yl ] - 1- 
oxopentyl] amino ]hexanoic acid, compd. with N,N-diethylethanamine (1:3) 
(9CI) (CA INDEX NAME) 
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AB The preparation of acyl adenosine 5 ' -triphosphates as potential membrane 
permeable prodrugs is presented. The interaction of myristoyl- and 
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assay as well as 31P-NMR spectroscopy. 
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AB Nucleotides do not penetrate cells at a sufficient rate to realize their 

therapeutic potential. To overcome this limitation we have envisaged acyl 
nucleodi(tri) phosphates (ND(T)Ps) as suitable membrane permeable prodrugs 
because (a) preliminary experiences have shown that these compds. are 
preferably cleaved at their mixed carboxylic phosphoric bond to generate 
the corresponding carboxylic groups, and (b) the potential modification fo 
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derivative 

IT 185801-52-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of purine ribonucleoside acylphosphates for potential 
therapeutic use) 

RN 185801-52-9 CAPLUS 



CN Adenosine 5 * - ( tetrahydrogen triphosphate), P -anhydride with 

tetradecanoic acid, compd. with N, N-dibutyl-l-butanamine (1:3) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 185801-51-8 

CMF C24 H42 N5 014 P3 

Absolute stereochemistry. 



0 




HO 



CM 2 

CRN 102-82-9 
CMF C12 H27 N 



n-Bu 
n-Bu— N— Bu-n 

RE.CNT 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L4 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 1987:473773 CAPLUS 
DN 107:73773 

TI The quantitation of biotinylated compounds by a solid-phase assay using a 

iodine-125-labeled biotin derivative 
AU Smith, Peter J.; Warren, Robin M. ; Von Holt, Claus 
CS Res. Cent. Mol. Biol., UCT-CSIR, Rondebosch, 7700, S. Afr. 
SO FEBS Letters (1987), 215(2), 305-10 

CODEN: FEBLAL; ISSN: 0014-5793 
DT Journal 
LA English 

AB The biotin analog biotinylglycyltyrosine has been synthesized and labeled 
to a specific activity of 2000 Ci/mmol with 1251. This analog has been 
used in conjunction with immobilized streptavidin in an assay which 
detects as little as 1 fmol biotin or biotinylated mols. in solution The 
determination of biotinylated insulin in a tissue extract and the quantitation 
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transcription assay are given as examples. 
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The present invention provides tagged acyl phosphate probes ('TAPPs'), and 
methods of their preparation and use. The subject methods and compns . can 
provide enhanced simplicity and accuracy in identifying changes in the 
presence, amount, or activity of target proteins in a complex protein mixture, 
preferably nucleotide binding proteins using nucleotide binding 
protein-directed TAPPs. The profiling methods described herein can have a 
number of steps leading to the identification of target nucleotide binding 
protein(s) in a complex protein mixture Thus, 32 different nucleotides 
labeled via a phosphate group with fluorophores or biotin were 
synthesized. These were used to label protein mixts. Labeled 
nucleotide-binding proteins were isolated by affinity chromatog. and 
identified by mass spectrometry. 
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